, and H4K12 at the rDNA promoter, whereas no the bromodomain has been replaced by phenylalanine. deacetylation of H4K16 was observed ( Figure 2D ). Thus, NoRC-mediated hypoacetylation of histone H4 is restricted to H4K5/K8/K12.
. Imestablishing heterochromatic features and rDNA simunoblots of the different histone H4 isoforms with reslencing. Thus, the PHD finger/bromodomain repreidue-specific antibodies revealed that all captured hissents an autonomous unit that binds to acH4K16 and tone H4 moieties were acetylated at K16 ( Figure 2B ). coordinates the chain of events that establish the reDi-, tri-, and tetra-acetylated histone H4 was modified pressed state of rDNA.
at K16 peptides that were either unmodified or acetylated at The C-terminal part of TIP5 contains a bromodomain, K12 or K16. Clearly, the acH4K16 peptide, but not the a sequence element that is found in many chromatinunmodified acH4K12 peptide, retained TIP5 (Figure associated proteins and has been shown to bind to 2C). Given that acetylation of H4K16 is required for acetylated histone tails [5-9]. Mutation of a conserved NoRC binding to chromatin, one would expect that tyrosine residue in the bromodomain of yeast Bdf1 imNoRC induces hypoacetylation of histone H4 at lysines pairs the interaction of Bdf1 with acetylated histones 5, 8, and 12, whereas lysine 16 should remain acet-[6]. To determine the role of the bromodomain in NoRC ylated. Indeed, ChIP assays with antibodies against function, we assayed silencing of a Pol I reporter plasacetylated isoforms of histone H4 demonstrate that mid after overexpression of wild-type TIP5 and TIP5/ overexpression of TIP5 leads to deacetylation of H4K5, Y1775F, a mutant in which the conserved tyrosine in H4K8, and H4K12 at the rDNA promoter, whereas no the bromodomain has been replaced by phenylalanine. deacetylation of H4K16 was observed ( Figure 2D ). Thus, NoRC-mediated hypoacetylation of histone H4 is restricted to H4K5/K8/K12. 
